fingers and knuckles. Widespread eruptive xanthomata especially profuse on buttocks and extensor aspects of limbs (Fig 2) . Liver enlarged 6 cm, firm and slightly tender.
Investigations: Glucose tolerance test (August 1971), mild diabetic curve. Repeated random blood sugar levels, 100-180 mg/100 ml following carbohydrate restriction. Biopsy of axillary skin showed acanthosis nigricans. Liver biopsy showed diffuse fatty change and a large focus of duct proliferation and fibrosis consistent with adenocarcinoma, or primary neoplasm of bile duct origin (Fig 3) .
Serum lipids: October 1974, serum turbid on standing; marked 'increase in pre-beta and decreased beta lipoprotein; cholesterol 259, serum triglycerides 725 mg/100 ml; cholesterol/triglyceride ratio 0.4; WHO Type 4 hyperlipidemia. May 1975, serum turbid; chylomicron layer over turbid supernatant on standing; cholesterol 500, triglycerides 4350 mg/100 ml; cholesterol/triglyceride ratio 0.1; prominent chylomicron and combined broad beta and beta band on paper electrophoresis.
Alpha-fetoprotein test negative. Liver scan showed grossly enlarged liver with uniform but reduced colloid uptake. Liver function tests (standard) all within normal limits. Comment This man shows a combination of acanthosis nigricans and eruptive xanthoma, both markers of systemic disease. The hyperlipidwmia is of secondary type and mainly attributable to his diabetic state which has been mild and controlled by dietary restriction alone, Some aggravation followed recent steroid treatment and the change from Type 4 to Type 5 with increasing severity of the lipid abnormality is of interest.
The pattern of his acanthosis nigricans is that associated with internal malignancy, and this patient illustrates difficulty in locating the malignancy. The lack of clinical progression of his disease, however, raises the possibility that the skin changes might be symptomatic of either an endocrine or a metabolic disorder rather than the malignant cause as initially suspected.
Juvenile Bullous Disease Roger Clayton MB MRCP (for M Feiwel FRCP) (St Mary's Hospital, London W2) S B, girl aged 6 History: Ten months ago developed non-itchy bullk around mouth and front of neck, across back of shoulders, buttocks,' lower abdomen, groins and vulva and backs of lower legs and upper arms. Controlled on 12.5-75 mg dapsone daily but never completely free of bulle. One month ago relapsed on 75 mg dapsone. The condition cleared within ten days on 3 g sulphapyridine daily, but she developed a morbilliform rash. Further relapse partially controlled by prednisolone 7.5 mg daily and dapsone 50 mg daily.
Investigations: Skin biopsy showed a subepidermal bulla containing eosinophils and polymorphs, underlying dermal perivascular infiltrate and surrounding papillary cedema and early apical abscesses. Immunofluorescence of peribullous and normal skin showed 'continuous' IgA at the epidermodermal junction as in adult dermatitis herpetiformis (Seah & Fry 1975) . No circulating basement membrane or reticulin antibody detected. Jejunal biopsy normal.
Comment
True pemphigus, pemphigoid and dermatitis herpetiformis as defined by immunofluorescence occur in childhood (Bean & Jordan 1974) as well as a distinct immunofluorescence-negative 'benign chronic bullous dermatosis of childhood' (Bean & Jordan 1970) which corresponds clinically to juvenile dermatitis herpetiformis/pemphigoid. Clinically our case appears to be one of the latter, but immunofluorescence shows IgA as in true dermatitis herpetiformis where one might also expect evidence of an enteropathy (Fry & Seah 1974 ). It appears that bullous disorders of childhood have yet to be completely categorized. Case 1 Mrs S S, aged 30. Asian After nephrectomy for renal tuberculosis this patient was started on rifampicin, ethambutol, ethionamide and isoniazid. Nine months later she developed scaling and hyperpigmentation of the backs of her hands and forearms with a sharply demarcated upper margin (Fig 1) . Her mouth and tongue became sore and showed patches of hyperpigmentation. She was a strict vegetarian.
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Investigations: Twenty-four-hour urinary excretion of N-methyl nicotinamide normal (Dr K J Carpenter, Cambridge). Plasma concentration of isoniazid 6 hours after loading dose of 50 mg was 0.23 ,ug/ml, indicating a rapid acetylator phenotype. Skin biopsy from flexor aspect of wrist: hyperkeratosis with pigment granules in all layers of epidermis including stratum corneum. No evidence of pigmentary incontinence.
Case 2 Mrs A B, aged 40. Asian Developed pulmonary tuberculosis for which she was given PAS and isoniazid. Seven months later she developed erythema and irritation on the backs of her hands. The affected areas became scaly and hyperpigmented. She developed cheilitis and a sore mouth. She was a strict vegetarian.
Investigations: Twenty-four-hour urinary excretion of N-methyl nicotinamide was 0.55 mg/24 h (normal 2.34-12.7 mg/24 h). Plasma level of isoniazid 6 hours after loading dose of 50 mg was 0.78 ,ug/ml, indicating a slow acetylator phenotype.
Comment It is possible that both patients suffered from some degree of dietary deficiency of nicotinamide. However, isoniazid is known to precipitate pellagra, particularly in people with inadequate diets (Roe 1970) . The structure of isoniazid is very similar to that of nicotinamide and it has been suggested that it competes with the latter at its site of action. Harrison & Feiwel (1956) reported a case of florid pellagra precipitated by isoniazid and pointed out that a hydrazine complex is formed with pyridoxine. Pyridoxine is essential to the interconversion in the body of tryptophane to nicotinamide.
Another factor to be considered in the mechanism of isoniazid toxicity is whether the patient acetylates isoniazid rapidly or slowly. One of the present patients was a rapid acetylator and the other a slow acetylator.
In dietary pellagra the 24-hour urinary excretion of N-methyl nicotinamide is low. Theoretically, if isoniazid were to act as a competitive inhibitor of nicotinamide and the dietary intake remained unaltered, then the urinary metabolite excretion would be normal. One of the present patients had a normal urinary metabolite excretion and the other a low value. A reasonable 
